drofolate reductase (MTHFR) gene polymorphisms in contributing to early spontaneous abortions. Zetterberg et al.
1 determined the incidence of C677T and A1298C MTHFR mutations in a study cohort (n=80), which consisted of foetal tissue samples from early spontaneous abortions, and a control group (n=125), which consisted of DNA samples from healthy blood donors that were presumably chosen at random. In their study group, early spontaneous abortions were defined as foetal deaths that occurred before the twentieth week of gestation. The earliest foetal death occurred at 6 weeks gestation and the majority, 87.5% of foetal deaths, occurred before the twelfth week of gestation. Both study and control groups were from the island of Crete. In an adult Canadian population of predominantly European (Celtic) descent and other ethnic backgrounds, we have demonstrated a relatively high frequency of 677TT/1298AC genotypes, ranging from 9.2 to 12.5% in study and control groups, respectively, indicating a strong incidence of cis MTHFR mutations in this population. 9, 13 This is in contrast to Weisberg et al. 5 who studied Canadian groups of 133 children with spina bifida and 141 mothers of children with spina bifida and discovered only a single child with a MTHFR 677TT/1298AC genotype. Although Canadian, the ethnic heritage of their study population is unknown. The seemingly conflicting reports regarding the identification of cis and trans MTHFR mutations are probably best explained by the heterogeneity of the study populations. There is no doubt that there are both ethnic and regional differences in MTHFR C677T allele distributions, as well as A1298C allele distributions. 1 -4,6,8,9,11 The allele frequency of MTHFR C677T mutations ranges dramatically from 0.052 in African Blacks to 0.487 in Columbians. 3 Even within a country, such as Canada, there are regional differences in MTHFR allele distributions, as the Canadian population is ethnically heterogeneous. Canadian MTHFR 677T allele frequencies have been reported in Canadian Inuit (6.1%), 14 Manitoba neonates (24.97%), 15 French
Canadians (38%) 16 and our neonatal (27.3%) 8 and adult (40%) control and study groups. 9 Considering the regional variations in MTHFR allele distributions, it is not completely surprising that some studies have recognised the common MTHFR mutations only in trans positions. Isotalo and Donnelly comment in their letter (2002, in this issue) on the conflicting reports regarding the prevalence of MTHFR 677T and 1298C alleles occurring in cis.
In our study we did not find any triple or quadruple MTHFR mutation combinations either in the spontaneous abortion group (n=80) or in the control group which
